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PW \r\v\troT*fflffemmnfflftmZm?ZZ.tt)m&2ftT^2> (British! J. 
Haematology, 98, 665-672 (1997)) ifi s l\rnt>ttJ*WfcWffltt(4WIS3nT 

fc£>-r. t;u5»taf^ffl*wr-5*ic5^w«:*#^**. bps, as hp* 



2 
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ti&tfimVs U -tr Hp*- h(cfct\T i fovO^#ilH ; E-T : ;HzfcUT#i8iJRjq] 
$lJ^^ime>tl^:^aS^<^>^(M^o^:<t^^tlTt^^ (Leukemia and 
Lymphoma, 32, 129-138 (1998)) . $.fz* BmiZ/tS. H P*- b#BgJfc&-« 

#£D3^1£#^&$nTt*£<D*T*&-5 (Britishi J. Haematology, 103, 
530-532 (1998)) . «fcoT. «ft*"C ? B Ptf*%tt*ttM*(C&l\T. 

af^ffl* ins. ^»tt#BH©^*f^ffl*wr-5c<i:«*«B$n>tafttti8it\. 

1-tKP*y-2- W*^;[1, 2-a] tT U S»- 3 ->OU) 
x^>-i, 1 -tf**x*>lg (JUT, <b^H9A<h*KT-5) Xti^-<DJ£(i, 

H^m^^#*s^WT^t'^7*x7*>^<k^-e^>y. ^^F6-9 9 

4 5 y^^MtXlCa-P-y/m^FE P 3 5 4 8 0 6-^^$g[C[^. ^-vxy 

^14#Mfliift<D^f^ffl$W-rsci:^»l^U^:. EPS. -fb^A^ ^ 
§i14#giffll(c#p#iaiJR(D«J^J#ffl<t:. ^14#IS«i^0[>iq]^Jftffl^^1J:J# 
fi£3fc<DB P<h^&.5£<SfrL(,^f 7<DB PTtU, ^(C^^14#MBlO 
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jut, *§£w&mmizmw-f% 0 
zw&ft'Dit&yii tit. tho^icfci^ B£m±rm$tt3£^s • & 

¥*©ifi?T«ft©i£a«:<if*«^(f £>n* 0 sic cne>o#^<Dira^u< 

^f^0)^^J (ca#$tlv EORTC (European Organization for 

Research and Treatment of Cancer) (DQ O L iZf&ir&T hf83£ (ftft 

ftlcii, JH*lfi}£ilJl4, Sf»JjSiJj14, ffttftStttt, ISJ£ift;S 

tttt. ssn, • nip±, ansin, fta^s* 

-t>-) -c&Zft&{fn-7V> (I g) o«l^(c«kyitB-*'*ci<S:A«"C#*. 
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ut*>, ^mttntmrn^-t m& % Biood) , maoBPia 

ZW. MmmiZiZmWUte^ZtWtoZtix^Z (ft}*) Leukemia and Lymphoma) . 

C<t^T#^ 0 #ilM<DiiJg(Dm^<t^-5^^P^U> (I g) 

"th'P + y-2- (-T5yy [i , 2 -a] tfys»-3— f 
)l) X*>- 1 , 1 -tf^*^*>B (fc*ttA) Xtt-t©*tt*a3p6-9 

cere. b^uti*. *a*±»»sn«tt-c*ntfwic««tt«:<. ji***) 
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= [ 1 , 2 -a] e'Jy>-3-^)l^>- 1 , 1 - 1 

«t0E9, xzfiDm, mm, m\, m\mzj:zmntSi**, xia, s*;±, 
*mm&u&^m(ommmMt\sT\t, mi nay, mmmm&m^znz 

pt?jHz;up-x, anga-t^n-;*, h^tnav^v^v, ^utf^ufpu 

X(4^Jlis»(c«fcy*>alS. tKP+*>yPtr;U-tJUP-^, tHP 

+*>^p fcr;i/*3MU-fe;up-x, t kp*->:?p \av^)V-)z.)Vu-7jy^ u- h 

iin&^jiioftHWJiHftii*, mjnicft^sn^fljKij. a&s&j. nosy. *>p 
?k x^/-;i^t,\ c©iifiR«i(*^FStto:ftf^iJa^icaaao, saraKDj^ 
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». am,. ?Ubt«j, #ftM. ££fcSJ ^ h-^) , MttWH (fl 

mttrtzr »j 7^g7^ ;i*-*araa. fiajnoEaxttHHc:.*: o t&s 

1 Omg, «fc#t^<(itt6#&9mg/kg#aMST&*. C*l* 1 
»Wft^Stl4«^li IIhIO^S^O. 1«»6l0mg, ff$U<|J«o. 

~eaicieL #*u<i*3~5au:i a. J:u«FSKtt % 4aciH. 10- 

ent' s t*S*ffli\^. *tt»KJBi*»H« < to*«il**r (** : 
p<0. OK Dunnett^litt^S) . 
«2Bttfttt0l2 (2) CfeIt«fls*1fcA»PS#©g«l#ftflt^fl!)ffBj^ 

ft3Bf*XIM5C&(*«ft:*ttA (6mg/B) «a#C8Q*»U&tt 
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y r<Dm$:7K-?o m^OrtS. HP*- hOfflli* h*P^- h^;i (9 
0mg/4il) <DW*fe : r—$<D'$MM (Lipton, A., Eur. J. Cancer, Vol.34, 
2021 (1998)) ^r^-To 

C. B-17/lcr-scid J c I 5ilt£) {ZlKTis 

^TlCV^X^/C>MrtlC#MllSiifflfl&A R H- 7 7 ( 1 0 6 c e I I s / 

*) ^ifc„ «*^aa^3ii^e»sfeKis*<z)e«>e»n^^^*aaiu, 

fb^US A 1 7kffi!$l (0. 1mg/kg) , ASh'n^-h ( 0 . Img/kg) 
S/t«U-fcKP*-h (0. Img/kg) X(i;§*gtf>#- 0§ 

i(30mi/kg p o) VksmsiUWi^tio &BLmn&f&S£isit-*o*-v 

#tSfll$fflflaiCftx.T P B S (0. Iml/body) *&AUfcjEare£X (Jg 
(COt\T'bRI«0»f^*f7"3fc. PYR I L I NKS-D + 7h (A 
me r s h am) ^fflUTJS^^+v tf 'J U> (D p y r) jgJg£;IJlJ£ 

Src-liv lE^O* (S^WP) (CttUT. #P£iDr?-:*J-T'&&J^*Dpy 
r «*©**«:±#**B«>6nfc. — 3u AjS^SrciidOD p y 
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(1 ) GB®m.mmn®** 

*BMU <C**A1*|Dtt (3mg/kg) TK^jg Ut&WAm) * 

(2) 1 4sr B ragpg4 

MMIIfi9fi||21!|^6 1 4 Q|H| % <k^!»A*0. 03. 0. 3gU< 

*m±. ±ie (i) tmmzuTmm^&m&mfeisfco 
<mm> 

( 1 ) &m<D&mm* tiTom. v t-$> o ^ c 

: 2 9. 1±0. 3mg/cm 2 

22. 4±0. 7mg/cm 2 
it^AU: 24. 7±0. 9mg/cm 2 

(2) ig***2Bic3R-r. 

<mm> 

<:*;£> 

*^^-7^X3F«3T*lS§Ufet hfiMARH-7 7£RPM I 1 
6 4 0** (1 0%FBStt) *ffll\T5 x 1 0 4 c e I I s /m I (DtS&Mffc 
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IRjS^ISiSlU, 2 4 7^Zf\s— hlC1 m I t*D#}±L» 3 7t CO^V+a^ 
-^-rtTiS^U^o 6 B^ral^lC-fb^A 1 7k*n%<D7]c;§;«£ 1 0 0 *i I "f O 

gttnu g^jg^^o. 3~i oooAiMiUTt (3i&j:L -y->y;nK2) , 

4BFal37^C C0 2 ^>+i^-^-rtT«tim Cel I Count 

ing Kit (matm) &m^T£.mm®i&m%.ufco mMtuxpss 
mmttm&misT^fro &tc. b pu^^x^rtmcom^t^^ mz&wi 

W(D££T^Z&mmizmR&llZWm?Z>£.£t)m^ZftT{,\2> (Bone, 16(2), 
235-245 (1995) ; J. Clin. Invest. 88, 2095-2105 (1991)) 0 B PXfo&lt 

mm^jiowm^mi¥mizmmmmnMi^mt)m^^xi\^m^7jki^ 

^■%tt#ilMC7) 4 2j^<D£:1<feB#lC*tU 1 9 9 7^6^3 00 ^61 0/1 
3 B*T3$3<r£(^b3M§e;£ (C-VADfi) &ge?£. #TO ^? ± 
m-fimttZtlttlb* 1 9 9 7^1 1E1 2 B^e>{L-g-%A 1 7Kffi#l3mg$: 



^1 : M^fi ( I g D) (DVm 







2Mlfk 


4Mik 


sit 


2 0i@& 


IgD (mg/dl) 


25.8 


11.6 


9.8 


7.7 


5.9 
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1 7jc«^6mg^^7-r^AZI-h^^l B 1 Jsk 2 4fl|IB«»UT 

S#4il^T'(D#PiiiRV-^-T**SDp y rUOSmiSHC^ 
To Jt^<hLT, ^£rfiJIfi;*ttTl\5/t£ HP*- Mfr& (9"0mg/4» 
<DBS^^— ^ (Lipton, A., Eur. J. Cancer, Vol.34, 2021 (1998)) &7jkTo 
/IS HP*- Mi2i®@|C&i»itu<Z>#j6 OXOl^Utat, ■S-O^TOy' 
-*-©±»#«»$tU 4jMMcf48 0X*«jt*tt*wL>S:. -tffc** 

A©«ps#ttj$j«wrc#iajR-7-ii-*jqift!j lx% i ja»^6 4a»s-c» ft 

S^hu<7)6 7-5 7*<Dffi£5*U S?3£U^m#«:#iajRjqi{|ijf^ffl**-rsc: 
«tolSi:^fi©*fofc 1 5tgoa#(D. JMi&l;:*rr*Sfrfl:*(4* 

1 21HT0. 6 1 S6IC2 49&T1. 1 8X±»U 

(a) ttftffl<D«a (0 :*U 1 : #*^P-f 2 : 

ttMttffl. 3 : jfflR. X : TOD) ( b ) SffilM (0 : »U 1:1 B <C 

1 B^ai. 2: 1 BIC1 Hk 3 : 1 B lc 2 HU±, X :*Bfl) J: y , fRff* (narcotic 
score = (a) X (b) ) *«-»UfcM|i % i . 6 7±3. 6 1 5*6, 

*»«2 490. 6 0 ± 1 . 3 4 2 C3M>U Mtfi&ttStl. «K»(Ottffi 

EOR TC (European Organization for Research and Treatment of Cancer) 
©QOLfcBT*«*7>*- h««&#||(|~2 4 9<D3**tfT:»fcttX. 



ll 



WO 00/38694 PCT/JP99/07236 

mm. tm^momfttez) <D&mizGm-c&z> 0 
&tz. T&9£&*m<DmmmE3mi!£mi it. ^m^mmcowm^oife 

5 <D&0£Um<D E0RTC©Q0L (zH-r*ft#7' ><T- hH3S"Cli» 
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15 3t (D fg H 
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2. 1 -t KP + i>-2- [1 , 2-a] eU^>-3--f;Wx 

4. 1 - tFn + y-2- K==yy [1 , 2-a] tfys;>-3— O10 X 

6. 1 BiSfcy©*S:«#3~1 0mg-C^S|g*(Dii5ffl5ietJcOESSfl^#l„ 
Of^I©l-tHa+y-2- (*5*V[1. 2-a] tUy>- 3 

^W^MOI -tKP + y-2- (-T^yy [1, 2-a] fcT',1 3 
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